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(a) mmti^Pf^mm^^^ ^^^^^ mmm^ix^^^^f^^^^^^^ 

(b) (a) x^mmmm^^tL mm^^ir^^^^^^-^^^^ 

^fc:^mm^^^^ TIB (a) RtJ^ (b) coT.U^<}^f^< ti>^t,JlU (U 

(b) (a) ^^*Bv^-c?f^Ag$tLfei^^^''<5^^^«^«^^^'^'^^=^^ 

r^^^f^. TIS (a)~(c) oxm^'>^^<a.t>-^t.X^^^J:o-CfT^^a^ 

(b) «iiiB@^i^> r;*:BPj^«^ im2^mi ^mm^^. mm\cmm 

(c) XS (b) ^c*3V^T?^fife^tb:fei^^^'^5/^^^m^<^«:^tti-f-SX#. 

^fc^mm:^mi^. TIB (a) Rt)^ (b) (Dxm^'>'^i:<^^^t.xa (w 
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(b) xe ca) .^«v^T»*snfc ^H^leB«sJ^fc rE^m^i^'^ 
rm (a)~(c) oxe%'>^.<t%^fxa..ioTfT^iv 

(c) xm (b) ic43V^-C»^S^^fca&»*t*W■^*^ 

(A) ®=l=a 

(B) 
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*i8M(*iH*fttis 
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riL- ^«tt**fflv.T CAP18 ! 
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t CAP18 <n,-yir+l^^-r^ hW^^a^J^m 
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WO 2004/009640 

Bilsteln (Nat-r., 256, 495-497 (1975)) K J: o-C*!5ti-5 ^ i**^ 



8 



* PCT/JP2003/009267 
WO 2004/009640 

..^K..*->r.<^'f K«&HK<bUf.i^>S 

/^.-s-fv*) -eiaab-c. Fab ^■^iayy^^'-yh 

UbTtftV^. St«=« Fab ^«t.:'9^^^btUT«- Fab EA^C, Fabc, 
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(^xtf*isms»» Fab ffl^^*^*'*^^^** 

r.u*5*^7r^-g, ''^"''^"'~*:ITr 

^^.yr^-h (TRIIC), D^TS^-a-^^SVB (Ussa.dneEho<tolne B), 
y*f-;.V-yF (Texas Red), 7 ^ :='=--V >■ (Phycoerythrln : PE) , fl- 
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7..-yr=-. ^'-"^'-I'^^Tv 
^.-^^-yv« (AMP)- 2,4-:^=>-T=-;v..«- WSK.^^^ 



ffl 5 * » (Avidin-Biotin Chemstry: A Handbook. p57-63, PIERCE 
CHEMICAL COMPANY. 1994¥I8«#!B) ^ 

lllL?ilT/V:^5>' (BSA) ^^J^i^H/TC^t^So 
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I PCT/JP2003/009267 

WO 2004/009640 

CAP18 *»»»'<^^K (iE5ii«*i^*s«^5r5/mia^J*'>*<t*> 

11) *3SMSt» *t@«^J^fc@ifK»*&«^*^*- i^"-^;^^ 

ill) B«KB«**fc rgB?ll«*l-e*S*^*7'5^®K^'*^^**''^^ 
FJ »*RU<*38W»* (t*»Rt)<*»WSEfftt^ ivftgstt^«T*3V^T% 
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<2>-l 

fj:i:>ii>^mm^mfi. TIB (a) SlD^ (b) (OX@^ii>^^ < t>^tPXm 

(b) x@ (a) -ea^Bi-®*^-*^ [umm'^ixTr^^fi^r^ymmm 

xm (a) : 

mn(Di^'^b\.x\±. ^y:^^w>'. TKy^nifw^-. 7j<ya^k:^^/K 
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is^i^^ pH7~io nm(Dmmm mx.i-immmmm. v >^mmmm. pbs m 
x^mvxmm m^i^-^^^^^^-^^ 2o~37'cms-e 1-2 Bt 

<. •^tzmm^mm^mii\^xmm^'^xh^<. %m(D^^im^^^^\^ 

gfcr#-?^i b-Cfi> -^Jxf^. h^'-r-:/ (Tween) ^l^ffifS't^^J^'^^^ 
(b) : 

(b) i-i. x@ (a) rga^j#-^i-e^i^^tbsr^ 
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3 3',5.5'-7^h^P^^/l^^^^^^^ (TMB) i;^r ^ / ^^^^'^^^^^ 

5^:?^^^ ^MSi-S^i:5i)5-e^So elisa r 
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i^^^^^u^ igGi) -efc^m^i^J*. \i^%wi^mz.^^mz.%^-t^^ 

<2>-2 7^^§«;&^fe2 

TIB (a) Jlt)^ (b) (DXa^^!>^i^< ^ ^^t^^lS 
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(b) HfiiBHiBj::. r;4ci§w^fl^ (^2^i^)j ^mm^^. mm\mm 



r^^^p^^^^ (^i^^)j (Dmmi-i. mU(ommtmmxh^o 
^fc i^mmuw^ mi^m ^mm-r^ mmi K^i^-x<Dmmh. 

lymmmms pbs. mmmmmm) \cmm\^xmm mx-i^^-^^^^-^^-^^ 



•^5 
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'^^^'^^ 

1^5^^ "T? ^5 
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TM (b) : 

Jim. (b) JM (a) ^mft.mmmm\^. ^:^mmi^w- (m2mmi 

urn. (a) ;£rjisfcMiB@+a^*^e^^<*: (^2^fls:) t(Dmmu. mm(D 
(a) ^i^;fcfl&iB@ffi ( mmmm^titz.mimi^-m^m^ix7r^ 

(c) : 

xa (c) xm (b) ^^:*3v^-c?i^fife^tvfcl1^>-K-r s/^Ji^m-a-^^i^t^m 
-rsxig-cabSo 
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^mmm (^^<D^m) ^^mmj:mm mm(Dm-M^i:if) \m'r^mmi>. 
<2>-3 :^mm:^ms 

mt. TIB (a) RXf (b) (DJLUi:Ci^^< t-h^t^JlU (:*:|§PJ:3^i* 3 ) K 

(b) xm (a) \zid\,^xm^^tifc mm^mM^ti^fc mnm-^ix^ 
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#(D^S:^Wi-5^ii::«)W*L'V\ irfj:t>-h. TIS (a)~(c) (T^X^^^J^^.? 
(c) xm (b) Ki3\,^x^^^fhfz.m^i^^^m'i-^:rM. 

Xm (a) : 

X@ (a) f*. i(ki^t:!^^m^Pft^mm^^X. [Um^^lX7j<:^n^ 

T^ymmn^'>^< t h^^-r^^'^'^ v->^mm^i^i ^s^b^^^sm-a-i^A 

^ /^ia^j^'>7^i < h^^-t^^-^-f- }^^-^mm^i^i -d^ht^^m^w-A-d^ 
ji^^^nso -ec^^^m. x^ (a) {cx<>x r rm^i^Aj t m^i^A^m 
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(b) : 

^mxm^\^x^m^^mm!^'^RmL^j::d>'ofz.i^i^^(Dm^^m^^^:it 
iz<:>\,^xhMmtmmxh^o 

JM (a) Kj:^xnfotitz.m^mt^mm^'^^^t\cX'^x. 

X@ (c) : 

xa (c) fi. xm (b) \^m^xm^^fifcm^i^^^m-r:5Jimx^^. 
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<3>-i ^mm^yvi- 
^mm^^yviit. rmcDm^m'^ (a) rxj^ (b) ?Sf/>5&< ^t>-^tp. 

(A) H^a 

(B) Tjc^l^^fls: 

^iaM^^i?'5fc< i:t>^Wi-5-<:5^^KJ ^<z)mi^f*s v^-rHt>S^^IB<^) r<2> 
oa9^l-fflv>6 r. 1 7!)^x^ 5„ 
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<3>-2 2|s:mg^yh2 
:^^m^iyh2it. r^(om^^^ (a) RXJ^ (b) ^^pfj:< th^t^. 

(B) (^2^^$:) 

b 2 131 :Jo its r;2|s:^PJ^^$: 1 ||2^fls:)J . ^^mm 

<3>-3 :^^m^yh3 

:^mm^y h rm(Dm^^^ (a), (b) s.tj« (o ^^^/i<i:t>-^ 

(A) gB^J## 1 T*:^ ^tl^TK/ mmW^ hfii^ Yii^mM $ Mz. @ 

(B) ;*:^l«ftT:<i(c 

V > 5 1> <?5Xf*^^ ^ S t> o 
i<^;z|s:|g 9^=35^5/ hlj:*3»t5 ria^j#-^i -t?:^$tbST ^ /[ifegB3?i|;d^fe^^S^ 
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3l^ti§oT. ^tb^'tbfr^ ::i/0^"e#So 
< 4 > 
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<5> ;2|s:^W^^^dr$/ b 

So 

<6> :^mmBmm 

(1) ^/^xn^-rjui^i^(Dmm 

sa^JS-^ 1 xtt: $ 6 t 5 y ^mm-d> b 6 k (fr kskek igkef 

KRIVQ RIKDF LRNLV ; |^T. r27r 5 / m^^^ Kj i: V^ 5 ) ^-^^^ ^ijx 
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l^T ^ > (Keyhold Lympet Hemocyanin) Sr^-o- ^"^tLhtD^-r ^ :^ 
(Balb/c) (B^lc^lxTtS^^^y:^ SMm (Dfm&m^^ms n 2|11 i^JJLI^lO 

:itht'^t^:^mM(DS^^n ^-^MS^ (MiS^W^ : P3-X63-Ag8. 653 (653 ; ATCC 
No. CRL 1588)) t^^]) ^^^>'^ ]) =^—/^^000 (PEG4000) ^ffiV^T^JI^i* 

^J^BlbTPBST'Jgffi^^. iJ'n— (Toyo6E3) ^a#L:^o -<^*t: 
(2) 1^ vt—T/l^lffii^omm 

(pETi7b-CAPi8) , $ K^l^v^fcia^J^=t— K-T 

S-ug^ (91-510 O420bp, 140T5:y^) ^pET19b-CAP18tC#A bXS^if' n — 

i5'>'^^°i5^«Bmffl<^:*CJ3§MBL21 (DE3) ^C?l^«te^^=^fTV^, IPTG 
(Isopropyl- ^ -D-thioglactopyranoside) "C^^ LTiJ' *fCo 

i:-^. y ^i/lf-^^-bCAPIS^^fCo 

bSjfeoy hOCAPlS (rCAPlS) ^t7'^^<D&.Ti^0.1tig 

mx^%tM) t^fflv^fc)o ^m^m^. 2~3iiit^smJ- J;oTiiAp^^ 
(0. 1-0.2 3: y A/ e7f-^-e4~6iii:fe^g:) *^:fe^>ei^p>*^jiM^mt^« 



27 



wo 2004/009640 




PCT/JP2003/009267 



MMM 2 ^y^u ^ — jv^W- Toyo6E3l:: J; 5 ^^(D'^W^^ 

~^U^t LTHMM 1 (1) t?Mit bfc^y ^ n-) — JV^W (Toyo6E3) 
Ili^lffiWt bTAlexa Fluor i^m^W) 488 (Molecular Probesthi^) X* 

oTt h^tilk^'^J^^^^bfCo (^^^: 1000{§) 

|ii(DAtc:^-t-„ 

^yfc. — UTToyo6E3^, —ilkljii^ t bT20 nm ^Jgt^^ (British 
BiocelltfcM) X-mmi^tz.^^ijt'^^^lsGijii^ ii^-r^ y>'^±M) ^^tt^'JT. 

5000^) S.tJ«C : lOOOO^g^) ^C^-t-„ 

^l^J;«9. /^^#:Toyo6E3^*^l}S^fefe^^:ffiv^S r i: 6 

^Sfd^iiaoAJ: t). Toyo6E3iJ:J:oT01'^O)^ia®tmfc>n5^*^;d5^ 
&$nS;i^}dS^$tbyS:„ Sfc^l^^BRtJ^C J; Toyo6E3tJ:ioT0tf' 

^ Kj (KEF KRIVQ RIKDF LRNLV ; S^T. TlST 5: 7 Kj i: V> 5 ) ^ 

^ti^timmmm-m (pH9.6) r^b^^^^^^n^ 

n:'J<y ^^1^>'0<^-^'1'^ t3^5'-l'^^:7'V'— h(^iJ^^/VlC^;!JDUrCo ^O^, 

•*fc„ ^^Srl^*UT. 0.05% Tween 20^«n bfc U 

(pH7.5) 3|:^v^-C:/w b<0^ffiSri5fc?^Ufc„ r<D::/i — b ^^:@*$ttTV^S 

#-<::/^KSr. mT<^ (-T) Xf± (la) <^:^m-t?a!I5£bfCo 

(-f) -^f^^^hx^xmmmi (d -Tfisatbfc^y 

(Toyo6E3) ;l:KJ^?$ii:s ^\t^X-^^Wb LX:^—:^^y'-( y%^=t. • ^/W;^-^ 
-^^—^ (HRP) ^mbfc-V'=¥ft-v«i7;2iIgG^#: (v^^^y^^t±M) ^^i^i^^^ 
fcM. TMBlSfeSW (0;2^^-^-r:^^iy ^fflV^T^^$•^. 450nm(D« 
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TMB|l'fe^|^^fflV^T|i#.^*> 450nm(^K3te£§f (0D450) ^ «fc 

1 

oX, 27T ^ y Ki: isr 5 ym^':^^ K<D25?;^(D^tti25.T>'^ft:d5"5Itg 

-e&5ri::05^$nfc„ ^fcToyo6E3f±. 18T ^ ^ Kl-^ UT t>27T 

■^tim2m<oB^y). mmmi (2) xmmvtz.:¥v ^—^^^^i^s ^ 

FRKSKEKIG) i: UTm^i-S ;i 1 $ HfCo 

(pH7.4) tJi^i^^^s ^(omm^^v :^^^^^M<^'^^^^^^ ^^^^^^ 

I/— h l^«^S6^l-®*^-^f-o 0.05% Tween 20^WiMVitV l^M^I^W 
(pH7.4) T'v^V'— b=lr?^?f-#s 1%BSA (1^7 v/jfiLtfT/l^^^^: :/) ^^JPUyhU^^ 

i/lf-^^ hCAPlS (rCAPlS ; h*5!5) ^^^HbT. 22°CT?3^PB^-r 
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(Toyo6E3) (||2^<*:) SrmJPbT. 22'CT?2^^-f i^'^S^a.^— b bfc„ 

TMB^^SK^fflV^T|i#.$*^ A50tm(Dm.^m (0D450) ^iflj^-f 5 i: 131 J; 
oT^>^^ K*/cfirCAP18^^1:bfCo ^^Sr^ 3 Elt^Tj^i-o 
||3|glJ:^9^ r^y^^n-:? — /^^ft:Toyo6E3j ^ TUM^iJ 1 (2) "e^itb 

HM^ils bfetcj;s«ttttj^t>(^ capis o^W 

l: h5|c^ilfiL^^3^ b (monocyte)), b5|5|ilfiL0^^ (PMN). t 

b^:^S^*5l50}^lfet5^ (THP-1) RXJ^'^^:^(D'^i!^ u:7T—i^^^S^1^ 

(J774. 1) c53^jia*6ttj^tt'<D^i^/-^i^lC<^ sds-tkp y /wr 5 Fii^;^lb'^ 

^/l-i5'T-::/nyd5->'>5^U^^. HlfeMl (1) T*®l3tUf::*y iJ' n-:? — /UW.W. 
(Toyo6E3) i:Sf&$^/c„ ^V^-e~<«):^#:^ bT HRP 'e^^iKUyhir'^^"^!?';^ 

igG ^i^^mi}ui.xmm\^Rfi^^^^x. ecl x-isfeufc^^^K^^ttibfco Ji^ 

||4iaj;>5> r^/i^n-^ — Toyo6E3j ^ffiV^fc :/:y^i3 5/ b 

^felz: j;o-rt.s CAPI8 (D:^m:d5BrtgT'feSr i:;a5^$nfc„ 

t: b7|ctijfiL01']^:$^-®lCJi ISkDa ih-rX(^) CAP18 w 
i:. 3ttJ«. ^D-f}6>TS4fc5y55{S5J-^<^^^$:3fe-a'i5'^^^'?tJ'M (CAP18 ^^^(DV 
^^V^iy:fJ'7^ }^^^^mm (LPS j^-a-Ml^) :05^m{2:J:oT^»f$^fct)<D 
^#;tfetbS) i:;6S^$ttfc„ t: ^7l?^gI^n.^^^5>H^^:*5V^•C^> 

ISkDa <D CAP18 dS^T36Hr;^m-e#fc:6S. fc THP-1 jMiatS|cXt)«-r 

•J;>?.-7i^a7T— J774. 1 *|B|&^*0^ii^^^:*3V^T« Toyo6E3 irj^-^-fSts 
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mmm e ^mttm^ ^ s ^^^p <^ capis (o^m 

m^Ml (1) T*^5tLfc^y ^ n-^— /^^{^c (Toyo6E3) ^B^^X^ 
A (n = 5) 0[)jfiLttt»lJ:-^*tl5 CAP18 ^'^mtm-^'^r^o ^^tt^'^t:. PI 

^5|ll=t«9x y iJ' a 71^^^^^ Toyo6E3j t>>^V>5 ^ ^ 

mmm? fULP^j^uytt b^if^^o^^*?) capis (D^ttt 

t hJl^t^jfiL^f^ (PMN) (^/i?-^ b (monocyte)) >Sr> OnM. 

-e STr. 90 (2xlOV!J'3i/^/'200ml)„ ^<D^. i#^-h?t^® 

(150ml) i:3ililia;i5^<-^*tL-CV>5^9"® (50ml) Sr-^rtL^^Hmx U 

i(DJi^t^®i:5MJiattl±J?^<^^^^HlJ:-^^H5 CAP18 fi^> ^Ife^J 1 
(1) -e^jtbfc^y n-^— /U-^^*: (Toyo6E3) Srffl V^fc^^ ELISA ifel;: J; 

W^nfcCAPisftj i: ria)3aF^<7:> CAP18 *j ;irti^bfc^m<^ll6ll|(DAi^^ 

-f-o ^fcix B-eiHlUXbfc^PI^^/ o-f— /^^^^ (Toyo6E3) ^^V^fc^J'^^ 
Hel^/O^fex r^y^a /I'^^i: Toyo6E3j ^m^^fc ELISA ^fei^l J: o T> 

fMLP ^J#J;:J:5^^±lt^»J- capi8 amm^fi^^t. RXJ^. ^(onmit 

fMLP mm mm) \z^^'r?>:Lt'ibmmx*^ti (m6iaoARtj«B)„ *fc. 

j^ttJ^^S CAP18 (D^^-rX^i ISkDa -efcoT. {S5^^(7>77^;^ Vbfi^ttl^ 
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mmm a 



: ;^^i^V ^Wtt^fe:^' K ^^mWlJ^) 1. 682 jj. g/ml 



S#C (^a^colonization, U SlfiLi^li^tl^i b) ^m^^T 

jii#D (ii^lii® • :/K!>;^® colonization, ^fi^fc U 0,674// g/ml 
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(1) r^<om^f)^hti:^^mm^y^i^^M\^-f^, 

1. 96 iJ^ar/KZ)^ Ay h 

2. ^ife^Ji (1) T'^itUfc^y iJ'P— -^/v-^*^ 

(Toyo6E3) 

4. iml^W 

6 . RJ^^W-^m (m HCi) 



1:*: 



(2) Tm(om^7b>ht!:^:^mm^iy h2^f^m\^tio 

1. rnjfiMi (2) xmmx^fc^Vis^^—f-^^^i^i 

2. ^JfeMl (1) -e®ijitL;rc^/i? 
(Toyo6E3) 

3. HRPtl^bfc-Y'a?^-^!^:^ IgG^^ 

4. TMB^^K 

5. mm'cimii^ 

6 . aSl^ih?^ (IM HCI) 



1* 

1:*: 



(3) ■rf^(omm^hfii^:^^Wi^v b 3 ^#mb/c. 

1 . 27 T ^ y Fd5@^ ^ tbfc 96 "f? :x.;V(0 

2. HJS^FIJl (1) -Ciijib^fe^/^o— ^/W^^js 
(Toyo6E3) 

4. TMB^^ 

5. ii^^bTK^TR 

6 . ^#iJi^^ (IM HCI) 



1:*: (-^S>c^<i|s) 

1^ 
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^Ictbilpfi, 2002 ^7 M 22 0*5j;tJ« 2003 <^ 3 ^ 14 0 [±ilS<D 0 ;4s:#f|=|±JM 
2002-2213040 iS^XJ^ 2003-70932 \Z.m-^< h(DXh\). ^(JOI^I^fi^l ^1 

So 

^mmi^m^ capis \cWMmj:^':f^h^},z^'^ir^^i^x;hy). CAP18 (om. 

mii>x^mxh^o , 
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SEQUENCE LISTING 



<110> SEIKAGAKU CORPORATION 

<120> Antibody against antibacterial peptide and use thereof 

<130> P045479 

<150> JP 2002-213040 
<151> 2002-07-22 

<150> JP 2003-70932 
<151> 2003-03-14 

<160> 4 

<210> 1 
<211> 27 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic peptide 
<400> 1 

Phe Arg Lys Ser Lys Glu Lys He Gly Lys Glu Phe Lys Arg He Val 

15 10 15 

Gin Arg He Lys Asp Phe Leu Arg Asn Leu Val 



<210> 2 
<211> 18 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic peptide 
<400> 2 

Lys Glu Phe Lys Arg He Val Gin Arg He Lys Asp Phe Leu Arg Asn 
15 10 15 



20 



25 



Leu Val 
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<210> 3 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic peptide 
<400> 3 

Phe Arg Lys Ser Lys Glu Lys lie Gly 
1 5 



<210> 4 
<211> 170 
<212> PRT 
<213> Human 



<400> 4 

Met Lys Thr Gin Arg Asp Gly His Ser Leu Gly Arg Trp Ser Leu Val 
-30 -25 -20 -15 

Leu Leu Leu Leu Gly Leu Val Met Pro Leu Ala lie lie Ala Gin Val 

-10 -5 -1 1 

Leu Ser Tyr Lys Glu Ala Val Leu Arg Ala lie Asp Gly lie Asn Gin 

5 10 15 

Arg Ser Ser Asp Ala Asn Leu Tyr Arg Leu Leu Asp Leu Asp Pro Arg 

20 25 30 

Pro Thr Met Asp Gly Asp Pro Asp Thr Pro Lys Pro Val Ser Phe Thr 
35 40 45 50 

Val Lys Glu Thr Val Cys Pro Arg Thr Thr Gin Gin Ser Pro Glu Asp 

55 60 65 

Cys Asp Phe Lys Lys Asp Gly Leu Val Lys Arg Cys Met Gly Thr Val 

70 75 80 

Thr Leu Asn Gin Ala Arg Gly Ser Phe Asp lie Ser Cys Asp Lys Asp 

85 90 95 

Asn Lys Arg Phe Ala Leu Leu Gly Asp Phe Phe Arg Lys Ser Lys Glu 

100 105 110 

Lys He Gly Lys Glu Phe Lys Arg He Val Gin Arg He Lys Asp Phe 
115 120 125 130 

Leu Arg Asn Leu Val Pro Arg Thr Glu Ser 
135 140 
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